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FIGURE 1 




1/7 

BEST AVAILABLE COPV 
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BEST AVAILABLE CQF Y 
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Figure 3 



Receptor Binding Assays -Dl, D2, 5HT1A, 5HT2A 



i 



Compounds with 
IC50<50uM 



Inhibition of COMT in Radioassay 



Zl 



J 



Active at 10 uM with >25% inhibitory 
activity as compared to reference 
compound 



Measurement of Compound Stimulated Agonism of [ 35 S]GTP Gamma S Binding in 
D2 and 5HT1A Containing Membrane Preparations (Evaluation of G protein coupled 

receptor signaling.) 



Activity at either receptor at < lOuM 
with 0-30% receptor agonism 



Receptor binding battery: Dopaminergic, serotinergic adrenergic, muscarinic, and histarninergic 

receptors 



Dl or D3 or 5HT2A IC50 <10 uM 

All other receptor binding IC50 >1 0 uM 



In vivo microanalysis 



Increased extracellular dopamine concentration in 
prefrontal cortex versus vehicle; No dopamine 
increase in striatum or nucleus acumbens 



In vivo block of apomorphine stereotypy v. catalepsy induction 



ED 50 Catelepsy induction / ED50 Stereotypy 
Blockade. >?. 



Augment performance in Morris water maze 



ED 50 cognition / ED50 catalepsy > 2 



LEAD COMPOUND 
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BEST AVAILABLE CO 
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Figure 5 



PGX 2000003 
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BEST AVAILABLE CC pY 
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Figure 6 



Arlptprazole 




H 

Aripiprazole hydrochloride 



Tolcapone 
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Figure 7 



Catechol-O-Methyl Transferase Inhibition in 
Control and Lead Compounds 
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